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Background: Serum amyloid A (SAA) is an acute-phase protein that modulates HDL function and predicts cardiovascular disease. The 
determinants of the inflammatory SAA response are uncertain. Experimental human endotoxemia is a model to study inflammatory modulation of 
atherogenic pathways in vivo.
Methods: SAA levels were measured in serum samples (4 time points over 24 hours) in 290 healthy adults (mean age 26 ± 7 yrs, 48% male, 65% 
Caucasian and 35% African ancestry) recruited to experimental endotoxemia (LPS 1ng/Kg) in the Genetics of Evoked Responses to Niacin and 
Endotoxemia trial. Baseline, peak response, and area under the curve (AUC) of SAA were compared by demographic and clinical factors.
Results: Post-LPS, SAA increased (p<0.001) (Figure). SAA AUC correlated weakly with baseline SAA levels (r=0.20). Compared to African ancestry, 
Caucasians had a significantly higher mean peak SAA (p=0.002) and AUC (p=0.001). Men had a significantly higher peak SAA (p=0.002) and AUC 
(p=0.005) than women. In contrast, baseline SAA levels did not differ by race or gender. While baseline levels of SAA modestly correlated with 
baseline CRP (r=0.44), SAA AUC had a stronger relation to CRP AUC (r=0.63).
Conclusions: Several determinants of the SAA response to LPS differed from those for baseline levels, which were only weakly correlated to SAA 
response. For cardio-metabolic risk prediction, SAA responses to environmental stress over time may provide utility distinct from that derived from 
single time-point estimates.
 
